(l9)H*B#ttJt (JP) (12) & §g tj2f ft & < A > (lDWWW&IHW 

#H^8- 225513 

(43)4MB ¥^8^(1996)9 ^3 0 



(5i)int.a B mm* ffmwm pi 

C 0 7 C 279/22 9451 -4H C 0 7 C 279/22 

//A6 1K 31/165 ABN A6 1K 31/165 ABN 

ABQ ABQ 
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(71)fflSA 


000000952 
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(31)ffi{fefS£§g#f| #S¥6 -335952 




*£ff*SAB£8OT l TB 6#3 -205*f 


(32)®ifcB ¥ 6 (1994)12^210 
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*Rf&*»Rft»Wr 1 TB 6 #10- 104-51 






*Rif>ft&B£ft!*r 1 TB 6# 9 -205# 




(72)5§W# 


*« tt 

^EW^KfiSlffH 2TB 12#24H 




«2mw% 


rtRfflBAK&SWr 1TB 6# 8 -404* 



(54) [SIM©^] ^-7h-f;^7-^>^^ 



(57) im>] 
mm * ( i ) 

O NH 2 

CO*"*""* o 

R 

* fc tt * (OWM^m & i* ft 3 & 

t7f^/^7=v>« (I) £fctt^« 



(2) 



#|Pf8- 2 2 5 5 1 3 




NH 2 



(I) 



[0 0 0 1] 

[mn±©fijffl^»] mw\*. mtti-y m/utt 
mm&ttzTft (i) 

[0 0 0 2] 
lit 2] 

O NH 2 



to 



[0 0 0 3] 

HoN N NH 5 



*©jKA*SiBi9, SWffiroHI*, #fi#»£-f5[B 
iochimica et Biophysica Acta, 988, 73-97(1989) ]„ 4 
fc, <&ttfc4T©IaVCa* 2SE«Mffl«Sr#1-5iNllJ!&-ett, Na 

ft 5 rt^ilfe&frlTVS [Journal of Cardiovascular 
Pharmacology, 23, 72-78(1994) ]„ lot, Na*/tf£& 

5R38£ft5KS* W*.tf'Cffif«5E^lEIIRI-»1-5IS 

[0 0 0 4] Ht, Na7H*5M«teJ&6B?;fc5V^ 
7is/^y»* if m J; 5«i#m«< Bfl£ LTV^ r. 
i^£flkftTV^[Biochimica et Biophysica Acta, 98 
8, 73-97 (1989) ]„ lot, Na /H + &8MMff*RU!Fi~SJK 

[0 0 0 6] *fc, Ia*/lf **Mi«©JtattJllf¥Jftt 

|gJmttM^i-5t#x.e>tlTV^5 [iitM, 81,2 
209-2213(1993)] Zbfrb, *M$Mk&<n%t%tMbfc 

[ 0 0 0 6 ] ft*, Na* /H* %»fflm&ftH MTfSflS 
-g-tiiLTIiTS (II) ^^§7^7^ K*5± 

30 fclMvC^S. 



[0 0 0 7] 
[ft 3] 

NH 2 



NH< 



(I") 



IP*>, #&Bg4 2-6 2 4 9*, The Journal of Biolo 
gical Chemistry, 259, 4313-4319(1984) K\t7 K P 7-f 40 
KS3J:V-t©BWft:^, #1¥3 - 1 0 6 8 5 8*, 
iff 6-41049*, ftM¥6-l 1 6 2 3 0*, # 

IW 6-23473 o-t^iftj^yy^/Wi/T^^y 
[0 0 0 8] U*»U Ia*/lfSaWllllia»fffflfr#1-8 

[0 0 0 9] 

WHH^UBfcUiifcfSIWi] WJWlWtt, NaV 



[0 0 10] 

gfcfclfe*, flSIBS (I) T^^Jx5SIftt7K* 
ttsWHifcla /H* SW#Pi*#ffl fctft 5 - i JLV> 
[.0011] iu!E=£ (1) fcfc^T, wtfvWrf-bX, 



(3) #!IW8- 2 2 5 5 1 3 

3 4 

[0012] ttfttioftfttt ( i ) ©iww&fcif** * [ooi3] *m<oit&yo ( i ) *j £we©»!*tt 

y®> ^^y^/^yf, p -f./n^/u* [ooi4] 

O O NH 2 

*N NH 2 



(I) 





(I") 

R(4HlilHie:|sH: 0 Lf«£il»S*1-„ ) 
BP*>s #3§K©ftMi (I) fi, fls** (ill) fc^ 

5 0 Wt>, ^SHtfiWWK*, fl&tt (III) ft 
■p (III) fc#LTl~l 2a*©^T = i?yt«r 
7k&Ta> b«Bto»jftJU6*ttT'?, l ~ 2 4 ttPHK0 

[o o i 5] *fc, »J1©ft-g-^ (i) oaQHWlc 20 

(i) ie, Miate«^fciw«*tffi(^oT^ffl 

[0 0 16] ±|B^tttW^iUT«^^y-/K 
mty> rF7tKn77y, 1, 2-3^h**' 

[oonisfc, ft^* (iii) icjottsrats 

(L) tLTf4^Pyy^, * h*S"*, 7i/^> 
& ^f-zuf-**, 7s=^S, iK-W/* 

[ooi8] ±iaRjKfet»v^T, ^r^vte, 

[0 0 19] *»W©ft^ftttaiEWR«9t*i-t j8 5 
[0 0 2 0] 

[fPJ©fffl»] #3S9l©ft&ftf4, KToWMIfc 

[0021] mm i 



xi 7, n 7 (Rosskoph) &©;frj£[Jounal of Hypertension, 
9, 231-238(1991)] -fWirvm- h P PAIBS 

jL/JvKlfif fliCT-f 5&t*ft^©«nlffrB UT 

i) ttWlsfc* 



30 



3Ufc0Sl, 2, 4©fk£$3 (*»Wft^ft) 
7?P7-fK (*f«ft#«) 

2) mtirgc 

£1\ (Mammen) b(Ojjfe [Diabetes Research 

and Clinical Practice, 9(3), 265-272(1990)] l^JpCT 

yyh (#£ : 2 0 0~3 0 0 g) fcai-^A'JSSfrTT 
ACD$ (6 5mM?xy®, 8 5mM?xy$y- 

(90X g , io£) Lfc*±i»«»RU 

[0 0 2 2] 1 4 0mM7°Pt°^-yie7 MJ !7A 

TJk/h«ft»JSiStt GSfiffr) fcitfX-YVa-*' 

mmk&m&TX'(Dft¥m®'m (d) ] . - 
[aym-^ (c) ] . 

* (%) SrTSfcitiirWLfc. 
[0 0 2 3] 

[ici] 

liftWJ* (%) = (l-D/C) X 100 

40 * (ic.) *ft/hr»fel!:J:9*fflUfc. 

3) HRMrX: 
S*lrSl(-*tfc„ 

[0 0 2 4] 



50 



(4) 



5 





IC 50 UM) 




0.091 




0.016 




0.010 


7?P5-fK 


1 3 



[0 0 2 51 

[0 0 2 6] NMR^^^ hMiy 0 iER- 2 4 B (60H 
Iz), Bruker D P X- 2 5 0 (250MHz) fcSWi 
B r u k e r AM- 3 0 0 (300HHz) SrfflV^Tij® t 

[0 0 2 7] 1 

2—j-yhj/u?T~i?y ram fcfcvvc. Rjjzfc 20 
spre-efcafttettl :2k*fr.-j-m»A (0. 27 

g) , *>7J~)V (10ml) *9MRl,fc"*-M> *A 
^ h*fKO^^/-A*»H4lDil^7=^y (1. 1 
1 g) feta*., 3t£fcT3 0#«#ft, MttWI LA:. ^ 
ffiic, 2-t7KMc!)K (0. 5 5g) (Beilste 
111,9,657)0 1, (2 0ml) I 

**fj-fl,= \ 0 : l(v/v)] ItftU #6>*MfciS&*& 
^PP*/l/A*»feffiSftUTi!ifewSjaft^*0. 4 2 30 

g mtc 

m& : 151. 7-152. 4°C 

NHR (300HHz, DMSO- do ) 5 : 7. 50-7. 56 (2H.ni), 7. 60-8. 05 (3 
H, m) , 8. 20(1H, dd, J=8. 5Hz, J=l. 5Hz) , 8. 66(1H, s) , 5. 50- 
8.50(4H,b). 

7C*£*f#[ (Cu Hn NaOtUT) : 

fHIH (%) C, 6 7. 5 9 ; H, 5. 2 0 ; N, 1 

9.7 1 

mm (%) C, 6 7. 7 2 ;H, 5. 2 0 ; N, 1 
9.81 40 
[0 0 2 8] 2 

5-7Pt-2-t7W/^7=^ fj£ (I) fcfe 

60g) , *9J-fr (35ml) iBKRUfc-f 

(6. 6 4g) IST3 0MM, 

U7c 0 fifgt, 5-70^-2-^ ^v^/l^-zW- 
7# yy (1 . 5 0 g) [Helvetica Chimica Acta, 21, 6 

2(i938)] tcmtL, iiT3WWbt sats* 



#1^8-2 2 5 5 1 3 

6 

= 3:1 (v/v)] fcftL, #fe*l,fcifeftS:SP»3if-A'*» 

bffiNri, LT^SferogMft^fe o . l o g mtc a 

ffi&: 175.0~178.0t; 

NlR(60HHz, DMSO-ds ) 8 :7. 20-7. 50(lH,m) ,7.60-8. 10(7 
H, ra) , 8. 12-8.42(lH,m),8.76(lH,s). 

[0029] umm 3 

5-^^-2-t7k^r^y ram 

J3V>T. RAM h»^Tfeafr.^«Bl : 7- HJ »A 
(1. 0 0 g) , ^/-/V (20ml) J^fltlWc 

y (5. oog) tin*., a«ET3 o£ffi#$, NWW 

iIL7c 0 if$£UffiU 5-* h**'* 
/WjKc=/W-7*yy (3. 0 0g) [Journal of Medici 
nal Chemistry, 36, 2485-2493(1993)] 

(5ml) IS^Ji WITlWIWIWUfc. 
S»^pp*M (10ml) SrJp^*«Srj*»J 

: 9 : l(v/v)] fcffU ftfcftfc 

*J0. 3 0g£#fc„ 
it& : 162. 0-165. 0°C 

NMR(60MHz,DHS0-d. ) 5 :4.00(3H,s),7.01(lH,dd,J=3Hz, 
J=6Hz) , 7. 49(1H, d, J=3Hz) , 7. 50(1H, d, J=6Hz) , 7. 51-7. 80 
(4H, b) , 8. 20(2H, d, J-lHz) , 8. 67 (1H, d, J=lHz) . 
[0 0 3 0] %W§\^ 

5-7p^-2-t7MM7^y fit (I) fcfe 

v^ x, Rmm^x-hWY & m ■. t- vv 9 a (1. 

50g) , ^;-;Kl5ml) XVmMLtci-hV 

(6. oog) tip*., MTioMM, «ib 

? VV ( 1 . 5 0 g ) [Helvetica Chimica Acta, 21, 62 
(1938)] fcjbpjt, 3t«ETl«FW!JWUfc B KlS«*T* 

A : 6 : 1 (v/v)] fctfU ftfciftfcilgii 

4 4 g &#fc„ 

Bl£ : 188. 0-190. 0°C 

NMR(250MHz,DMS0-dt ) 6 : 6. 40-7. 30(2H, b) , 7. 70-8. 50(2 

H, b) , 7. 42(1H, t, J=8Hz) ,7.91 (1H, dd, J=8Hz, J=lHz) , 8. 04 

(1H, d, J=8Hz) , 8. 1 1 (1H, d, J=9Hz) , 8. 36 (1H, dd, J=9Hz, J=l 

Hz).8.65(lH,d,J=lHz). 

TC^fftt (Cu H,o BrNaOi UT) : 

tr^tt (%) C, 4 9. 3 4 ; H, 3. 4 5 ; N, 1 

4.3 8 

$kW%. (%) C, 4 9. 4 0 ;H, 3. 5 3 ; N, 1 
4. 34 

[0031] mmm 5 



7 

5-^P/w-2---j-7 hiJk£Z=^y [gLLU fcfc 
yvC. Rfftt*nfrf-efc&ftte'ft1 (1. 
09g) , *9/-* (50ml) J; ^PlLfc-?- h y 

(4. 5 5g) fcflP*., aMfET3 0^SBNt, «ifil 

79 W (1. 50g) [Journal of Medicinal Chemis 
try, 36, 2485-2493(1993) ] SrJtax:, SftET 3 B#PflJt# L 
fc„ »a«:*tiblt, g^fvi^ttffi 

[?np*/W : ^;-^=20 : 1 (v/ 
v)] fcttU »3t&©£Jg{b#»0. 1 7 gfc#fc. 
NIR(60fflz, DHS0-d 6 ) 8 : 7. 40-8. 40(9H, m) , 8. 79(1H, s) . 

[0032] mmm 6 

5-^t-2-t7W^7^'SSfi 

4 MR) (1. 0g)O^;-/Kl0ml)» 
4»3feo*fli**tr^trlHix^A' (2ml) ftKfcftl 

M£b b b UT*fe©*»ba* 0 . 7 g 

: 269.0~271.0t: 
fflR(250MHz, DHS0-d 6 ) 5 : 7. 61 (IE, t, J=8Hz) , 8. 09(1H, d, 
J=8Hz) , 8. 14 (1H, d, J=8Hz) , 8. 28(2H, s) , 8. 60-8. 90(4H, 
b),9.02(lH,s),12.41(lH,s). 



(5) #|W8-2 2 5 5 1 3 

8 

*7C^ffit (Cn Hio B rN. O • HC 1 t LX) : 
ffttMt (%) C, 4 3. 8 6 ; H, 3. 3 7 ; N, 1 
2.7 9 

mmii. (%) C, 4 3. 6 9 ;H, 3. 6 0 ; N, 1 
2. 6 5 

[0 0 3 3] £ffi0g 7 

5-7*^-2-^7 M/I^7=^y ; ±£V2JkM 
Vim B CD fcfeV^T. Rri^M^TfcS-fKfrfe 
(Qpt^y^/^ySgitl : 5 -7*0*- 2 -•7*7 W/W 

io ifr-vv (Mfefl4#RS) (i. og)co^^y-/w 

(1 0ml) SSRKl^^^A'^VBft (0. 3 3g)£ 

: 292.0~294.0°C 
NHR(250fflz, DHSO-do ) 5 :2.43(3H,s),7.61(lH,t,J=8H 
z) , 8. 10(1H, d, J=8Hz) , 8. 14(1H, dd, J=9Hz, J-lHz) , 8. 22(1 
H, d, J=8Hz) , 8. 31 (1H, d, J=9Hz) , 8. 35-8. 70(4H, b) , 8. 71 (1 
H,d,J=lHz),11.60(lH,s). 

TC^^fftt (Ciz Hio BrNi O • CH< O s Stb 
20 T) : 

tUMt (%) C, 4 0. 2 2 ; H, 3. 6 3 ; N, 1 
0.8 2 

%Mt (%) C, 4 0. 1 1 ;H, 3. 6 3 ; N, 1 
0. 8 1 



7Py h^-^Oft§ 

^cErUIP AEfflSfSil 2 T 1 12# 2 -605 rfJf lU 2TB 3 #JtCD13 



